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Which of the following is the most appropriate way to treat a benzodiazepine withdrawal syndrome? 
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Select one: 


A structured {v 
benzodiazepine 
discontinuation 

program 


Rose Wang (ID:113212) this answer is correct. Tapering a long-acting 
benzodiazepine slowly is the most appropriate treatment of 
benzodiazapine withdrawal. 


Substitute the patient's benzodiazepine with triazolam % 
Administer naloxone % 


Administer flumazenil % 


Marks for this submission: 1.00/1.00. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand how to treat a benzodiazepine withdrawal syndrome. 


BACKGROUND: 


Long-acting benzodiazepines include: diazepam, chlordiazepoxide, and flurazepam. Short to intermediate 
acting benzodiazepines include oxazepam, temazepam, alprazolam, lorazepam, and triazolam. In terms of 
opioid withdrawal, long-acting benzodiazepines have lower risks of rebound effects and withdrawal seizures. 
To treat an opioid withdrawal syndrome a structured benzodiazepine discontinuation program is created. 
This includes titrating a long-acting benzodiazepine until symptoms of withdrawal have stopped. If a patient 
was using a short-acting benzodiazepine, this should be substituted with a long-acting agent to provide a 
more gradual decrease in drug concentration. The dose should then be tapered over 6-12 weeks, with dose 
reductions occurring at minimum 1 week intervals. The dose reductions can be more aggressive at the 
beginning of the discontinuation program (e.g. 25%), however once 50% of the dose has been discontinued, 
the taper should be slowed (e.g. 10% reduction) to improve patient comfort 


RATIONALE: 
Correct Answer: 


* A structured benzodiazepine discontinuation program - Tapering a long-acting benzodiazepine 
slowly is the most appropriate treatment of benzodiazepine withdrawal. 


Incorrect Answers: 


* Substitute the patient's benzodiazepine with triazolam - Triazolam is a short-acting 
benzodiazepine, whereas long-acting benzodiazepines are typically used to treat benzodiazepine 
withdrawal. 


e Administer naloxone - Naloxone is not used in the treatment of benzodiazepine withdrawal. 


e Administer flumazenil - Flumazenil is indicated for the treatment of benzodiazepine toxicity, not 
withdrawal. 


TAKEAWAY/KEY POINTS: 


To treat an opioid withdrawal syndrome a structured benzodiazepine discontinuation program is created. 
This includes titrating a long-acting benzodiazepine until symptoms of withdrawal have stopped, and then 
slowly tapering the medications over many weeks. 


REFERENCE: 
M1 Lafahura IG Oninid-ralatad Nicardare In Camnanditm af Tharanartice Chairac Ottawa ON: Canadian 


Question #: 2 


1D: 50420 


Send Feedback 


Pharmacists Association. https://myrxtx.ca. 
[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[B] Naloxone (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
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The correct answer is: A structured benzodiazepine discontinuation program 


THE NEXT 4 QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


AB is brought into the emergency room because he was experiencing a grand mal seizure. AB has a 
history of alcohol abuse and depression. His only current me n is citalopram 20 mg PO once 
daily. He has no allergies. 


All of the following are symptoms of alcohol withdrawal, EXCEPT: 


Select one: 


Nausea X% 
Somnolence v 7 A a 
Rose Wang (ID:113212) this answer is correct. Insomnia is associated with alcohol 
withdrawal, 
Anxiety% 
Hallucinations % 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the clinical presentation of alcohol withdrawal syndrome. 


BACKGROUND: 


The brain maintains neurochemical balance through inhibitory and excitatory neurotransmitters. GABA, 
gamma aminobutyric acid, is the brain's main inhibitory neurotransmitter. Alcohol is a central nervous system 
(CNS) depressant which enhances GABA. With chronic alcohol use, the body compensates and becomes 
tolerant to alcohol's effects on GABA by increasing excitability to overcome the depressant effects. When 
there is abrupt cessation of alcohol, the GABA depression is removed and results in unopposed brain 
hyperexcitability, leading to the symptoms of alcohol withdrawal syndrome (AWS). The clinical signs and 
symptoms of AWS begin as early as 6 hours after cessation of drinking and can continue up to 5 days. Minor 
withdrawal symptoms usually occur between 6-12 hours after cessation of alcohol and may include insomnia, 
mild anxiety, tremulousness, diaphoresis, palpitations, and gastrointestinal upset. Patients may also 
experience alcoholic hallucinosis, usually between 12-24 hours after withdrawal, where they experience visual, 
auditory, or tactile hallucinations. Withdrawal seizures may also occur, usually generalized tonic-clonic in 
nature, and often happen 24-48 hours after the patient's last alcohol drink. Delirium tremens (DT) is a severe 
form of alcohol withdrawal and can be fatal. The main symptoms are hallucinations, disorientation, 
tachycardia, hypertension, low-grade fever, agitation and diaphoresis. DT usually occurs 48-72 hours after the 
cessation of alcohol. Complications of alcohol withdrawal include: thiamine deficiency, low electrolytes (e.g 
potassium, magnesium, phosphorous), liver disease, and Wernicke's encephalopathy. 


RATIONALE: 
Correct Answer: 


* Somnolence - Insomnia is associated with alcohol withdrawal. 


Incorrect Answers: 
e Nausea - Nausea is a symptom of alcohol withdrawal. 
e Anxiety - Anxiety is a symptom of alcohol withdrawal. 


e Hallucinations - Hallucinations are symptoms of alcohol withdrawal. 


TAKEAWAY/KEY POINTS: 
Nausea, insomnia, anxiety, and hallucinations are symptoms of alcohol withdrawal syndrome. 
REFERENCES: 


[1] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties, Ottawa, ON: 
‘Canadian Pharmacists Association. https://myrxtx.ca. 

[2] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Somnolence 


Question #: 3 
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Question #: 4 


ID: 50437 


Corect 


All of the following supportive care options should be considered, EXCEPT: 


Select one: 
Zinc v p 
Rose Wang (ID:113212) this answer is correct. Zinc is not indicated in the supportive care of 
AWS, 
Thiamine * 


Intraverious (IV) fluids % 


Magnesium and potassium replacement X 


Marks for this submission: 1.00/1.00. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the management and treatment of alcohol withdrawal syndrome. 


BACKGROUND: 


Supportive care should be provided immediately in AWS including IV fluids (in cases of volume deficit), 
electrolyte replenishment, and nutritional supplementation. Heavy alcohol consumption can lead to thiamine 
(vitamin B4) deficiency via poor dietary intake and decreased absorption. Wernicke-Korsakoff Syndrome 
(called Wernicke's encephalopathy in the acute form), is a fatal disorder which can occur due to thiamine 
deficiency and therefore all patients with heavy alcohol use should be given thiamine and glucose to prevent 
this from occurring. Thiamine is typically given at a preventative dose of 100-200 mg PO/IV per day. 
Multivitamins and folate may also be provided to these patients. Most patients with mild to moderate 
withdrawal symptoms can be managed with monitoring and supportive measures, although some of these 
patients will require pharmacologic treatment. Alternatively, pharmacologic treatment is always required for 
moderate to severe AWS. Benzodiazepines are the first-line treatment for alcohol withdrawal syndrome as 
they reduce the hyperactivity that occurs during withdrawal. Benzodiazepines prevent seizures, 
hallucinations, agitation, tremors, and autonomic hyperactivity. Benzodiazepines can be dosed in a symptom 
triggered approach based on the patient's CIWA-Ar score (completed at repeated intervals) or using a fixed 
dosing interval (regardless of symptoms). A symptom triggered approach is preferred due to a faster time to 
symptom control and lower total benzodiazepine usage. Intermediate-acting benzodiazepines (i.e. 
lorazepam, oxazepam, clonazepam, alprazolam) require more frequent dosing, compared to long-acting 
benzodiazepines (i.e. diazepam, flurazepam, chlordiazepoxide) which have lower risks of rebound effects and 
withdrawal seizures. Common side effects of benzodiazepines are ataxia, dizziness, lightheadedness, and 
weakness. Use should be cautioned in elderly patients, as well as those with respiratory insufficiency and 
sleep apnea. Diazepam, flurazepam and triazolam are not recommended in elderly patients; lorazepam and 
oxazepam are preferred due to shorter half-lives. Contraindications to benzodiazepine use include 
myasthenia gravis and acute angle-closure glaucoma (due to benzodiazepines increasing intraocular 
pressure). Diazepam is contraindicated in severe hepatic dysfunction. Patients should also be counselled on 
the risk of respiratory depression if alcohol relapse occurs during or shortly after treatment with 
benzodiazepines. In resistant alcohol withdrawal cases, larger doses of benzodiazepines may be required with 
or without phenobarbital. Phenobarbital works synergistically with benzodiazepines and has a different 
mechanism of action so may be effective when benzodiazepines are not. 


RATIONALE: 
Correct Answer: 


e Zinc - Zinc is not indicated in the supportive care of AWS. 


Incorrect Answers: 
© Thiamine -Thiamine should be given to prevent Wernicke's encephalopathy. 
© Intravenous (IV) fluids - IV fluids should be given in cases of volume deficit. 


* Magnesium and potassium replacement - Patients commonly have low magnesium and potassium 
levels which should be replaced. 


TAKEAWAY/KEY POINTS: 


Supportive care for AWS includes IV fluids, electrolyte replenishment, folate, thiamine, and glucose 
supplementation. 


REFERENCE: 


[1] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 

[2] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Zine 


AB is given diazepam to treat his alcohol withdrawal syndrome. 
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Question #: 5 
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Select one: 
Dizziness * 
Muscle weakness % 
Ataxia X% 
Tremors v 


Rose Wang (ID:113212) this answer is correct. Tremors are commonly associated with 
Benzodiazepine or alcohol withdrawal, not diazepam use. 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the adverse effects of benzodiazepines. 


BACKGROUND: 


Supportive care should be provided immediately in AWS including IV fluids (in cases of volume deficit), 
electrolyte replenishment, and nutritional supplementation. Heavy alcohol consumption can lead to thiamine 
(vitamin B4) deficiency via poor dietary intake and decreased absorption. Wernicke-Korsakoff Syndrome 
(called Wernicke's encephalopathy in the acute form), is a fatal disorder which can occur due to thiamine 
deficiency and therefore all patients with heavy alcohol use should be given thiamine and glucose to prevent 
this from occurring. Thiamine is typically given at a preventative dose of 100-200 mg PO/IV per day. 
Multivitamins and folate may also be provided to these patients. Most patients with mild to moderate 
withdrawal symptoms can be managed with monitoring and supportive measures, although some of these 
patients will require pharmacologic treatment. Alternatively, pharmacologic treatment is always required for 
moderate to severe AWS. Benzodiazepines are the first-line treatment for alcohol withdrawal syndrome as 
they reduce the hyperactivity that occurs during withdrawal. Benzodiazepines prevent seizures, 
hallucinations, agitation, tremors, and autonomic hyperactivity. Benzodiazepines can be dosed in a symptom 
triggered approach based on the patient's CIWA-Ar score (completed at repeated intervals) or using a fixed 
dosing interval (regardless of symptoms). A symptom triggered approach is preferred due to a faster time to 
symptom control and lower total benzodiazepine usage. Intermediate-acting benzodiazepines (i.e. 
lorazepam, oxazepam, clonazepam, alprazolam) require more frequent dosing, compared to long-acting 
benzodiazepines (i.e. diazepam, flurazepam, chlordiazepoxide) which have lower risks of rebound effects and 
withdrawal seizures. Common side effects of benzodiazepines are ataxia, dizziness, lightheadedness, and 
weakness. Use should be cautioned in elderly patients, as well as those with respiratory insufficiency and 
sleep apnea. Diazepam, flurazepam, and triazolam are not recommended in elderly patients; lorazepam and 
oxazepam are preferred due to shorter half-lives. Contraindications to benzodiazepine use include 
myasthenia gravis and acute angle-closure glaucoma (due to benzodiazepines increasing intraocular 
pressure). Diazepam is contraindicated in severe hepatic dysfunction. Patients should also be counselled on 
the risk of respiratory depression if alcohol relapse occurs during or shortly after treatment with 
benzodiazepines. In resistant alcohol withdrawal cases, larger doses of benzodiazepines may be required with 
or without phenobarbital. Phenobarbital works synergistically with benzodiazepines and has a different 
mechanism of action so may be effective when benzodiazepines are not. 


RATIONALE: 
Correct Answer: 


e Tremors - Tremors are commonly associated with benzodiazepine or alcohol withdrawal, not 
diazepam use. 


Incorrect Answers: 
e Dizziness - This is a common side effect of diazepam. 
e Muscle weakness - This is a common side effect of diazepam. 


© Ataxia - This is a common side effect of diazepam. 


TAKEAWAY/KEY POINTS: 
Common side effects of benzodiazepines include dizziness, ataxia, and muscle weakness. 
REFERENCE: 


[1] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 

[2] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Tremors 


Which of the following is an appropriate statement regarding the management of AB's alcohol withdrawal 
syndrome (AWS)? 


Select one: 


Benzodiazepine dosing should be based on AB's SAS score % 


Question #: 6 


AB should be switched to oxazepam to reduce his risk of withdrawal seizures % 

Psychosocial treatments like CBT and motivational therapy will likely not be effective for AB * 

The CIWA-Ar score shouldbe — v 

e eae COL AOS Rose Wang (ID:113212) this answer is correct. A symptom 

alcohol withdrawal and guide triggered approach to treatment reduces total 

pees benzodiazepine usage and providers faster symptom relief 
than fixed dosing. 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand the management and treatment of alcohol withdrawal syndrome. 


BACKGROUND: 


‘Supportive care should be provided immediately in AWS including IV fluids (in cases of volume deficit), 
electrolyte replenishment, and nutritional supplementation. Heavy alcohol consumption can lead to thiamine 
(vitamin B4) deficiency via poor dietary intake and decreased absorption. Wernicke-Korsakoff Syndrome 
(called Wernicke's encephalopathy in the acute form), is a fatal disorder which can occur due to thiamine 
deficiency and therefore all patients with heavy alcohol use should be given thiamine and glucose to prevent 
this from occurring. Thiamine is typically given at a preventative dose of 100-200 mg PO/IV per day. 
Multivitamins and folate may also be provided to these patients. 


Most patients with mild to moderate withdrawal symptoms can be managed with monitoring and supportive 
measures, although some of these patients will require pharmacologic treatment. Alternatively, 
pharmacologic treatment is always required for moderate to severe AWS. Benzodiazepines are the first-line 
treatment for alcohol withdrawal syndrome as they reduce the hyperactivity that occurs during withdrawal. 
Benzodiazepines prevent seizures, hallucinations, agitation, tremors, and autonomic hyperactivity. 
Benzodiazepines can be dosed in a symptom triggered approach based on the patient's CIWA-Ar score 
(completed at repeated intervals) or using a fixed dosing interval (regardless of symptoms). A symptom 
triggered approach is preferred due to a faster time to symptom control and lower total benzodiazepine 
usage. 


Intermediate-acting benzodiazepines (ie. lorazepam, oxazepam, clonazepam, alprazolam) require more 
frequent dosing, compared to long-acting benzodiazepines (i.e. diazepam, flurazepam, chlordiazepoxide) 
which have lower risks of rebound effects and withdrawal seizures. Common side effects of benzodiazepines 
are ataxia, dizziness, lightheadedness, and weakness. Use should be cautioned in elderly patients, as well as 
those with respiratory insufficiency and sleep apnea. Diazepam, flurazepam and triazolam are not 
recommended in elderly patients; lorazepam and oxazepam are preferred due to shorter half-lives. 
Contraindications to benzodiazepine use include myasthenia gravis and acute angle-closure glaucoma (due 
to benzodiazepines increasing intraocular pressure). Diazepam is contraindicated in severe hepatic 
dysfunction. Patients should also be counselled on the risk of respiratory depression if alcohol relapse occurs 
during or shortly after treatment with benzodiazepines. 


In resistant alcohol withdrawal cases, larger doses of benzodiazepines may be required with or without 


phenobarbital. Phenobarbital works synergistically with benzodiazepines and has a different mechanism of 
action so may be effective when benzodiazepines are not. 


RATIONALE: 


Correct Answer: 


e The CIWA-Ar score should be used to assess the severity of AB's alcohol withdrawal and guide 
treatment - A symptom triggered approach to treatment reduces total benzodiazepine usage and 
providers faster symptom relief than fixed dosing. 


Incorrect Answers: 


e Benzodiazepine dosing should be based on AB's SAS score - Dosing should be based on the 
patient's CIWA-Ar score. 


AB should be switched to oxazepam to reduce his risk of withdrawal seizures - Oxazepam is an 
intermediate-acting benzodiazepine which will not reduce the risk of withdrawal seizures. 


Psychosocial treatments like CBT and motivational therapy will likely not be effective for AB - 
Psychosocial treatments should be provided and may be of benefit for AB. 


TAKEAWAY/KEY POINTS: 
The CIWA-Ar score should be used to assess the severity of AWS and guide benzodiazepine dosing decisions. 
REFERENCES: 

[1] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties, Ottawa, ON: 
Canadian Pharmacists Association. https://mynxtx.ca. 


[2] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: The CIWA-Ar score should be used to assess the severity of AB's alcohol withdrawal 
and guide treatment 


1D: 50554 


Corect 


Which of the following is NOT used for management of opioid withdrawal? 


Select one: 
Clonidine % 
Methadone % 
Buprenorphine/naloxone * 
Bupropion v 


Rose Wang (ID:113212) this answer is correct. Bupropion is not indicated for 
managing opioid withdrawal 


Marks for this submission: 1.00/1.00. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand treatments for opioid withdrawal syndrome. 


BACKGROUND: 


When treating opioid withdrawal, the withdrawal should be managed first and then maintenance therapy 
should be considered. Buprenorphine, a partial mu-receptor agonist and kappa-receptor antagonist, is the 
first-line option for treatment of opioid withdrawal syndrome (OWS). In Canada, it is available as a sublingual 
tablet in combination with naloxone. Naloxone is combined with buprenorphine to deter patients from 
misusing buprenorphine by injection or the intranasal route, as via these routes naloxone will induce opioid 
withdrawal symptoms. Naloxone itself does not induce opioid withdrawal symptoms when given 
orally/sublingually as it has low bioavailability. As buprenorphine is a partial opioid receptor agonist, it may 
cause precipitated withdrawal in a patient who typically uses a full opioid agonist, as it will compete with the 
full agonist at the receptor level. To avoid this precipitated withdrawal, a patient must be in moderate opioid 
withdrawal prior to starting buprenorphine/naloxone. During detoxification or withdrawal, the dose is 
typically slowly increased over 3-5 days, and if not continuing for maintenance therapy, may be tapered over 
2-4 weeks. Buprenorphine is considered a safer alternative to methadone as it carries a lower risk of 
respiratory depression. Adverse events of buprenorphine/naloxone are hyperhidrosis, abdominal pain, 
constipation, nausea, and vomiting, It is contraindicated with moderate to high risk QTc prolonging agents. 
There are no special exemptions required to prescribe buprenorphine. Methadone, a mu opioid receptor 
agonist, may also be used in the detoxification phase, usually as an in-patient. Methadone carries a high risk 
of sedation and respiratory depression, and is a known QT prolonging agent. Methadone is not 
recommended for use with high-risk QTc prolonging agents (e.g. citalopram, domperidone, fluoxetine, 
amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac arthythmias 
(e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus inhibitors or 
inducers can impact methadone serum levels. Methadone is also commonly used as a maintenance 
treatment for opioid use disorder. Methadone is long acting with a half-life of 8-59 hours so should be 
titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily (depending on patient's 
risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60-80 mg is reached. At this 
point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 40-80 mg/day. Higher 
doses of 60-100 mg may be required and are associated with better outcomes. Methadone is administered 
as a liquid mixed with a flavoured juice powder to minimize tampering. It is often prescribed with observed 
dosing by the pharmacist to ensure the patient is compliant and not at risk of abuse. Once a patient is 
stabilized, take-home doses are sometimes issued. If methadone doses are missed, there is a risk of a major 
loss in tolerance which can increase the risk of respiratory depression. In the late stabilization phase, if a dose 
is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are missed, the patient must be 
re-assessed by the physician and typically a 50% dose reduction will be prescribed. If 4 or more days are 
missed, there is a major loss of tolerance and the patient should be restarted at a low initial dose. Previously, 
physicians had to be exempt under section 56 of the Controlled Drugs and Substances Act (CDSA) before 
being able to prescribe methadone. However as of May 2018, physicians no longer require this to prescribe 
methadone. Clonidine is used to assist with symptom management during opioid withdrawal. It is an alpha» 
adrenergic agonist which can decrease neuronal output of norepinephrine. By doing so, clonidine can reduce 
the noradrenergic withdrawal symptoms such as chills, flushing, and autonomic symptoms (e.g. sweating, 
increased heart rate, increased blood pressure). The most common adverse effect of clonidine is hypotension, 
so blood pressure should be monitored during use. If there is prolonged use of clonidine, it should be 
tapered to prevent rebound hypertension. Supportive therapy should be provided for other symptoms of 
withdrawal. For nausea, dimenhydrinate, ginger, haloperidol, prochlorperazine, and nabilone can be used. For 
diarrhea, loperamide may be considered. If patients are experiencing insomnia, sleep hygiene measures 
should be initiated and if ineffective, short-term trazodone or amitriptyline can be used. Myalgias are 
common during opioid withdrawal and these can be treated with NSAIDs and acetaminophen 


RATIONALE: 
Correct Answer: 


* Bupropion - Bupropion is not indicated for managing opioid withdrawal. 


Incorrect Answers: 


Clonidine - Clonidine is used to blunt withdrawal symptoms. 


Methadone - Methadone is used to help with opioid dependence and can mitigate withdrawal 
symptoms. 


Buprenorphine/naloxone - Buprenorphine/naloxone is used to help with opioid dependence and 
can mitigate withdrawal symptoms. 


Question #: 7 


1D: 50560 
Corect 


Fag question 


Question #: 8 


ID: 50837 


Correct 


TAKEAWAY/KEY POINTS: 


Methadone, buprenorphine/naloxone, and clonidine are all used in managing opioid withdrawal in adults. 
Bupropion is not indicated, nor has any off-label uses for management of opioid withdrawal. 


REFERENCE: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 
[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Bupropion 


What is the main use of clonidine for opioid withdrawal management? 


Select one: 
a. It helps reduce cravings X 
Blunts withdrawal v 


symptoms such as Rose Wang (ID:113212) this answer is correct. Clonidine is used to 
chills blunt withdrawal symptoms for opioid withdrawal. 


c. Treats hypotension associated with withdrawal symptoms % 
d. Clonidine is no longer used for opioid withdrawal % 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand the role of clonidine for the management of opioid withdrawal syndrome. 


BACKGROUND: 


Clonidine is used to assist with symptom management during opioid withdrawal. It is an alphaz-adrenergic 
agonist which can decrease neuronal output of norepinephrine. By doing so, clonidine can reduce the 
noradrenergic withdrawal symptoms such as chills, flushing, and autonomic symotoms (eg. sweating, 
increased heart rate, increased blood pressure). The most common adverse effect of clonidine is hypotension, 
so blood pressure should be monitored during use. If there is prolonged use of clonidine, it should be 
tapered to prevent rebound hypertension. 


RATIONALE: 
Correct Answer: 


* Blunts withdrawal symptoms such as chills - Clonidine is used to blunt withdrawal symptoms for 
opioid withdrawal. 


Incorrect Answers: 


It helps reduce cravings - Clonidine does not reduce craving for opioids. 


Treats hypotension associated with withdrawal symptoms - Clonidine reduces blood pressure and 
can cause hypotension, rather than treat it. 


Clonidine is no longer used for opioid withdrawal - Clonidine is useful in mitigating opioid 
withdrawal symptoms. 


TAKEAWAY/KEY POINTS: 

Clonidine is an alpha2-adrenergic agonist that reduces the symptoms experienced during opioid withdrawal 
(e.g. chills, flushing). 

REFERENCE: 

[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Blunts withdrawal symptoms such as chills 


SM has been undergoing daily observed methadone maintenance treatment at your clinic for the past 
2 years. SM presents to the clinic for his methadone 60 mg dose, but upon review of his chart you 
notice he has not received his methadone for the last 6 days. 


What is the most appropriate action? 


(Question #: 9 


1D: 50480 
Corect 


Fag 


Select one: 


Do not dispense v 


S Rose Wang (ID:113212) this answer is correct. If 4 or more days of 

Poun te methadone are missed, there is a major loss of tolerance and the patient 

TEETE should be restarted at a low initial dose as SM is at risk of respiratory 
depression. 


Ask SM why he has missed 6 methadone doses and then dispense methadone % 
Reduce SM's methadone dose by 50% since he missed 6 doses * 
Continue with SM's normal methadone routine since he has been stable for 2 years % 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand methadone missed doses. 


BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk QTe prolonging agents (e.g. citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily 
(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached, At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavoured juice powder to minimize tampering. It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse, Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
there is a risk of a major loss in tolerance which can increase the risk of respiratory depression. In the late 
stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be re-assessed by the physician and typically a 50% dose reduction will be 
prescribed, If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 
* Do not dispense methadone and notify the prescriber - If 4 or more days of methadone are 
missed, there is a major loss of tolerance and the patient should be restarted at a low initial dose as 
SM is at risk of respiratory depression. 


Incorrect Answers: 


Ask SM why he has missed 6 methadone doses and then dispense methadone - This is 
inappropriate as SM is at risk of respiratory depression due to loss of tolerance. 


Reduce SM's methadone dose by 50% since he missed 6 doses - This is inappropriate as you must 
contact the prescriber to change the methadone dose. 


Continue with SM's normal methadone routine since he has been stable for 2 years - This is 
inappropriate as SM is at risk of respiratory depression due to loss of tolerance. 


TAKEAWAY/KEY POINTS: 
Missing methadone doses can lead to decreased tolerance and therefore respiratory depression. 
REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[B] Methadose® (methadone HCI). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://mynxtx.ca 


The correct answer is: Do not dispense methadone and notify the prescriber 


JB is a patient at your pharmacy who recently started taking oxycodone. His wife, RB, came into your 
pharmacy to learn more about opioids and overdose. Specifically, she would like to know what to do 
if JB takes more oxycodone than his body can handle. 


Which of the following is NOT the appropriate course of action to take if JB's wife suspects an overdose? 


Select one: 
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methadone Rose Wang (ID:113212) this answer is correct. Naloxone should be 


administered, not methadone. 
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Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand the signs and steps to managing an opioid overdose. 


BACKGROUND: 


Opioid overdose can occur when a person uses more of a drug than they can handle. Opioid overdose may 
be fatal and can occur in patients with opioid use disorder and in those who are using opioid for pain. 
Symptoms of an opioid overdose include: shallow breathing, respiratory rate less than 12 breaths/minute, 
constricted pupils, deep gurgling or snoring sounds, cold skin and blue lips, skin or nails. Risk factors for 
overdose include mixing drugs or using alone, inconsistent drug quality, being a new user, using after a 
period of cessation, and history of past overdose. In cases of opioid overdose, naloxone is an opioid 
antagonist that competes and displaces opioids from the receptor site. Naloxone can be administered 
through multiple routes including intravenous (IV), subcutaneous (SC), and intramuscular (IM) injection, as 
well as intranasally. The onset of action is 1-2 minutes for IV and 2-5 minutes for SC, IM, and nasal 
administration. Naloxone cannot be administered orally due to low bioavailability. If IV administration is not 
possible (e.g. such as in the community with a take-home naloxone kit), IM/SC or nasal administration are 
used. Naloxone only reverses an opioid overdose temporarily, so it is important that the individual is still 
taken to the hospital. Naloxone dosing may need to be repeated if no effect is seen within 3-5 minutes, or if 
the initial dose wears off (duration of action is 20-90 minutes) while waiting for emergency health services. 
An overdose is a medical emergency and there are steps to take to manage the overdose: 1. First stimulation 
should be used to see if the patient is responsive or if you can wake them up. 2. If unable to wake them up, 
call 911 immediately. 3. Administer naloxone and do rescue breathing and/or chest compressions. 4. Place 
the patient in the recovery position. 5. Monitor the patient until help arrives 


RATIONALE: 
Correct Answer: 


e Administer methadone - Naloxone should be administered, not methadone. 


Incorrect Answers: 


Call 911 for emergency health services - It is extremely important to call 911 as there is a high 
chance of death in opioid overdose. 


Place the individual in recovery position - Recovery position is very important to ensure the airways 
of the patient are open. 


Stimulation - Stimulation is one of the actions that are taken to check for overdose. 


TAKEAWAY/KEY POINTS: 


When a person is experiencing an overdose from opioids, they should be stimulated to see if they respond, 
911 should be called immediately, naloxone should be administered to reverse the opioid overdose, and the 
person should be put into the recovery position until medical help arrives. 


REFERENCE: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[3] Naloxone (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 


The correct answer is: Administer methadone 


What route of administration of naloxone has the fastest onset of activity for treatment of opioid overdose? 


Select one: 
Intravenous ~ 


Rose Wang (ID:113212) this answer is correct. Intravenous is the fastest route of 
administration with an onset of 1-2 minutes. 


Nasal administration * 
Intramuscular % 
Oral X 


{ Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug withdrawal syndromes 


LEARNING OBJECTIVE: 
To understand the different routes of administration of naloxone. 


BACKGROUND: 


Opioid overdose can occur when a person uses more of a drug than they can handle. Opioid overdose may 
be fatal and can occur in patients with opioid use disorder and in those who are using opioid for pain. 
Symptoms of an opioid overdose include: shallow breathing, respiratory rate less than 12 breaths/minute, 
constricted pupils, deep gurgling or snoring sounds, cold skin and blue lips, skin or nails. Risk factors for 
overdose include mixing drugs or using alone, inconsistent drug quality, being a new user, using after a 
period of cessation, and history of past overdose. In cases of opioid overdose, naloxone is an opioid 
antagonist that competes and displaces opioids from the receptor site. Naloxone can be administered 
through multiple routes including intravenous (IV), subcutaneous (SC), and intramuscular (IM) injection, as 
well as intranasally. The onset of action is 1-2 minutes for lV and 2-5 minutes for SC, IM, and nasal 
administration. Naloxone cannot be administered orally due to low bioavailability. If IV administration is not 
possible (e.g. such as in the community with a take-home naloxone kit), IM/SC or nasal administration are 
used. Naloxone only reverses an opioid overdose temporarily, so it is important that the individual is still 
taken to the hospital. Naloxone dosing may need to be repeated if no effect is seen within 3-5 minutes, or if 
the initial dose wears off (duration of action is 20-90 minutes) while waiting for emergency health services. 


RATIONALE: 
Correct Answer: 


Intravenous - Intravenous is the fastest route of administration with an onset of 1-2 minutes. 


Incorrect Answers: 


e Nasal administration - Nasal is not the fastest route of administration with an onset of 2-5 minutes. 
© Intramuscular - Intramuscular is not the fastest route of administration with an onset of 2-5 minutes. 


e Oral - Naloxone should not be administered orally for opioid overdose due to low bioavailability. 


TAKEAWAY/KEY POINTS: 
The fastest route of administration for naloxone is IV with an onset of 1-2 minutes. 
REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[B] Naloxone (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Intravenous 
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